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TI Crosslinkable derivatives of collagen, process for their 

preparation, and their use in the preparation of biomaterials for 
prostheses or other medical articles 

IN Gagnieu, Christian 

PA Flamel Technologies, S. A. , Fr. 

SO Eur. Pat. Appl . , 16 pp. 
CODEN: EPXXDW 

DT Patent 

LA French 

FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI EP 575273 Al 19931222 EP 1993-420255 19930617 

EP 575273 Bl 19971203 
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PRAI FR 1992-7692 19920618 

AB Crosslinkable collagens are disclosed which are sol. in water 

and/or aprotic polar org. solvents; the collagens have a free or 
substituted thiol function on residues of cysteine or derivs . thereof 
(homocysteine, cysteamine, etc.), the residues being bonded to 
collagen at least in part via a spacer compd (e.g. a dicarboxylic 
acid) . Prepn. of the modified collagens is also provided. The 
modified collagens are useful for biomaterials for medical 
articles (prostheses, implants, etc.). Thus, a cysteaminyl succinyl 
collagen was prepd. using bovine atelocollagen types I and III and 
disuccinylcystamine. The product was used in the formulation of a gel 

and 

of a film. Ex vivo evaluation of tissue adhesion (with rabbit muscle 
tissue) using a product of the invention is also described. 
IT 1069-29-ODP, Cystine dimethyl ester, reaction products with 
succinyl atelocollagen 
RL: PREP (Preparation) 

(prepn. of, for crosslinkable collagen thiol deriv. for 
biomaterial for prosthetic or other medical article) 
RN 1069-29-0 CAPLUS 

CN L-Cystine, dimethyl ester (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 




IT 1069-29-0, Cystine dimethyl ester 



RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(reaction of, in crosslinkable collagen thiol deriv. prepn. 
for biomaterial for prosthetic or other medical article) 
RN 1069-29-0 CAPLUS 

CN L-Cystine, dimethyl ester (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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TI Improved regenerated collagen fiber and method of manufacturing 
the same 

IN Sakashita, Shinichi; Tsugawa, Mamoru; Goto, Masaoki; Matsumura, 
Kunihiko; 

Hirokawa, Norio 
PA Kaneka Corporation, Japan 
SO Eur. Pat. Appl . , 17 pp. 
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AB The title fibers exhibit draping, luster, and feel close to those of a 
natural protein fiber such as a human hair and capable of application 

a 

permanent wave treatment, wherein the amino groups and/or carboxyl 
groups 

of the regenerated collagen are chem. modified to introduce 
mercapto groups and/or disulfide linkages. Thus, regenerated 
collagen fibers were treated with a soln. contg. cystamine 
dihydrochloride and l-ethyl-3- (3 1 - dime thy 1 ami nop ropyl) carbodiimide HC1 
IT 32854-09-4DP, L-Cystine dimethyl ester dihydrochloride, reaction 
products with regenerated collagen fibers 

RL: IMF (Industrial manufacture) ; PRP (Properties) ; TEM (Technical or 
engineered material use); PREP (Preparation); USES (Uses) 
(modified regenerated collagen fibers for permanent wave 
treatment with retention of waved shapes) 
RN 32854-09-4 CAPLUS 

CN L-Cystine, dimethyl ester, dihydrochloride (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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TI Thiol-containing biomaterials for medical and pharmaceutical use 
IN Constancis, Alain; Soula, Gerard 
PA Flamel Technologies, Fr. 
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DT Patent 
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OS MARPAT 123:208920 

AB Thiol-contg. biomaterials for medical and pharmaceutical use are prepd. 
from condensation of a dicarboxylic acid with a S-contg. amino acid or 

its 

derivs . (Markush structure given). The compns . are used for prepn. of 
sutures, prosthetics, adhesives and controlled-release prepns. Thus, 3 

g 

[CH(CH2)2CONHCH(COOH)CH2S:SCH2CH2 (COOH)NH]n (prepn. given) and 2.87 g 
dithiothreitol was dissolved in 70 mL water under N, pH = 8.5, and 
stirred 

for 3 h to obtain [SHCH2CH (COOH) NHCO (CH2 ) 2CONHCH (COOH) CH2SH] n. 
IT 583-89-lP 22888-38-6P 

RL: DEV (Device component use) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(thiol-contg. biomaterials for medical and pharmaceutical use) 
RN 583-89-1 CAPLUS 

CN L-Cystine, diethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. „. __ __ - ... — - - --- - 




RN 22888-38-6 CAPLUS 

CN L-Cystine, dimethyl ester, hydrochloride (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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L9 ANSWER 1 OF 2 CAPLUS COPYRIGHT 2003 ACS on STN 
AN 2001:636468 CAPLUS 
DN 135:252520 

TI Dimerizable Cationic Detergents with a Low cmc Condense Plasmid DNA into 

Nanometric Particles and Transfect Cells in Culture 
AU Dauty, Emmanuel; Remy, Jean-Serge; Blessing, Thomas; Behr, Jean-Paul 
CS Laboratoire de Chimie Genetique, CNRS/Universite Louis Pasteur de 

Strasbourg Faculte de Pharmacie, Illkirch, 67401, Fr. 
SO Journal of the American Chemical Society (2001), 123(38), 9227-9234 

CODEN: JACSAT; ISSN: 0002-7863 
PB American Chemical Society 
DT Journal 
LA English 

AB The size of condensed DNA particles is a key determinant for in vivo 
diffusion and gene delivery to cells. Gene mols. can be individually 
compacted by cationic thiol detergents into nanometric particles that 

are 

stabilized by oxidative conversion of the detergent into a gemini lipid. 
To reach the other goal, gene delivery, a series of cationic thiol 
detergents with various chain lengths (C12-C16) and headgroups 
(ornithine 

or spermine) was prepd., using a versatile polymer-supported synthetic 
strategy. Crit. micelle concns . and thiol oxidn. rates of the 
detergents 

were measured. The formation and stability of complexes formed with 
plasmid DNA, as well as the size, . xi . -potential, morphol., and 
transfection efficiency of the particles were investigated. Using the 
tetradecane/ornithine detergent, a soln. of 5.5 Kpb plasmid DNA mols. 

was 

converted into a homogeneous population of 35 run particles . The same 
detergent, once oxidized, exhibited a typical lipid phase internal 
structure and was capable of effective cell transfection. The particle 
size did not increase with time. Surprisingly, the gel electrophoretic 
mobility of the DNA complexes was found to be higher than that of 
plasmid 

DNA itself. Favorable in vivo diffusion and intracellular trafficking 
properties may thus be expected for these complexes . 
IT 142601-71-6 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(dimerizable cationic detergents with a low cmc condense plasmid DNA 
into nanometric particles and transfect cells in culture) 
RN 142601-71-6 CAPLUS 

CN L-Cystine, di-2-propenyl ester, bis (4-methylbenzenesulf onate) (9CI) (CA 
INDEX NAME) 

CM 1 

CRN 142601-70-5 

CMF C12 H20 N2 04 S2 
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TI Synthesis of amino-acid segmented polyetherurethane and its film 
modified 

by heparin 

AU Yang, Fuliang; Han, Yongxin; Feng, Xinde 

CS Dep. Chem. , Peking Univ., Beijing, Peop. Rep. China 

SO Beijing Daxue Xuebao, Ziran Kexueban (1993), 29(6), 695-8 

CODEN: PCTHAP; ISSN: 0479-8023 
DT Journal 
LA Chinese 

AB SPEU-I and II were novel antithrombogenic polyetherurethane materials. 
Polyetherurethane (SPEU) was segmented with L-Lysine Me ester (L-Lys- 

OMe) 

or L-Cystine di-Me ester (L-Cys-diOMe) as extenders. Heparin is 
covalently bounded on the SPEU film surface which can improve the 
antithrombosis of film. The exptl. results showed that both SPEU-I and 
SPEU-II products with the yields above 90%. Their IR, dynamic mech. 
properties and anticoagulant activities were measured. Both SPEU-I and 
SPEU-II have good blood compatibility and their morphol. research 
results 

by the SEM photographs of the grafted films. After 
graft copolymd. with heparin, the SPEU films become opaque and the 
scanning electron micrographs clearly showed surface graft 
copolymn. of the films. 

IT 1069-29-OP, L-Cystine dimethyl ester 

RL: BAC (Biological activity or effector, except adverse) ; BSU 

(Biological 

study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic 

use) ; 

BIOL (Biological study); PREP (Preparation); USES (Uses) 
(prepn. and anticoagulant activity of) 
RN 1069-29-0 CAPLUS 

CN L-Cystine, dimethyl ester (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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TI p-Nitrophenyl 3-diazopyruvate and diazopyruvamides, a new family of 

photoactivatable cross-linking bioprobes 
AU Goodfellow, Val S.; Settineri, Marc; Lawton, Richard G. 
CS Dep. Chem. , Univ. Michigan, Ann Arbor, MI, 48109, USA 
SO Biochemistry (1989), 28(15), 6346-60 
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DT Journal 
LA English 
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L10 ANSWER 1 OF 1 CAPLUS COPYRIGHT 2003 ACS on STN 
AN 1989:493084 CAPLUS 
DN 111:93084 

TI p-Nitrophenyl 3-diazopyruvate and diazopyruvamides , a new family of 

photoactivatable cross-linking bioprobes 
AU Goodfellow, Val S.; Settineri, Marc; Lawton, Richard G. 
CS Dep. Chem., Univ. Michigan, Ann Arbor, MI, 48109, USA 
SO Biochemistry (1989), 28(15), 6346-60 

CODEN: BICHAW; ISSN: 0006-2960 
DT Journal 
LA English 

AB p-Nitrophenyl 3-diazopyruvate (DAPpNP) was developed as a 

heterobifunctional crosslinking agent for synthesis of photoaf f inity 
probes and photoactivatable crosslinking agents that are nucleophile 
specific. p-Nitrophenyl chloroglycoxylate is formed in high yield from 
oxalyl chloride and p-nitrophenol . Subsequent reaction with 

diazomethane 

produces DAPpNP in 50-60% overall yield. DAPpNP acylates primary and 
secondary amines to form 3- diazopyruvamides in high yields. 
3-Diazopyrivamide derivs . were formed from a wide variety of amines 
including arom. amines, amino acids, and peptides. 3-Diazopyruvamides 
undergo photolysis and Wolff rearrangement at 300 nm to produce a ketene 
amide, which efficiently acylates nucleophilic species to form malonic 
acid amide derivs. A family of photoactivatable 3-diazopyruvamide 
crosslinking agents was synthesized from cystamine. These reagents were 
caused to react with rabbit muscle aldolase to form mainly dimeric 
crosslinked species. 

IT 32854-09-4, L-Cystine dimethyl ester dihydrochloride 
RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(reaction of, with diazopyruvoyl nitrophenyl ester) 

RN 32854-09-4 CAPLUS 

CN L-Cystine, dimethyl ester, dihydrochloride (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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